;alas, too many, who can always see " lions in the path," who almost go out of their way to look for them. The same objections were raised before the passing of the present Infectious Diseases Notification Act. It was declared that "people would never stand it," and much more was said to the same effect. But if the country is convinced that the existence of syphilis is detrimental in the highest degree to its health and happiness it will submit to some discipline and control in the treatment of this disease as of others.
The exact method of procedure following upon the notification of a ,case of syphilis to the medical officer of health or other approved medical authority would be a subject for future consideration, and much could be learnt from countries where notification is already in force and from our own inilitary medical men in India, Malta and Egypt.
Let us call to mind the fact that little more that 400 years ago syphilis was unknown in England. It is relatively a recent scourge. At present it is rather the fashion to celebrate centenaries. We must see to it that syphilis does not celebrate another centenary in this country.
If we can but induce the Legislature to make the disease notifiable we shall, I think, have driven the first nail into the coffin of syphilis.
Dr. J. P. CANDLER: In connexion with the present discussion on syphilis, I wish to put before this meeting the results of our experience of the Wassermann test on the blood and cerebrospinal fluid of cases of general paralysis of the insane and to offer some remarks on the value of the test with regard to general paralysis and syphilis. The work has been carried out in the Pathological Laboratory of the London County Asylums in collaboration with Mr. Mann, Dr. Mott's chemical assistant, and as Dr. Mott mentioned on the first day of the discussion (p. 83), we have had the opportunity of examining the cerebrospinal fluid of a large number of cases by this test. Already over 100 of these cases have died, and the result of the Wassermann reaction has been confirmed by autopsy, and microscopical investigation when necessary, in 97 per cent.
Our percentage of positive reactions in general paralysis agrees very closely with those obtained by others whose findings have been generally accepted as correct.
EXAMINATION OF THE BLOOD SERUM IN GENERAL PARALYSIS.
We have lately directed our attention to the examination of the blood serum, as well as the cerebrospinal fluid of cases of general paralysis. We have done so because the serum reaction is of great importance from the point of view of diagnosis, and because there' appears to be considerable difference of opinion as to the percentage of' positive results obtained with these cases. Plaut has obtained a positive reaction on the blood serum of general paralysis in 99 per cent. Boas. examined the blood serum of 139 cases and obtained a positive result in every one. The experience of Carl Browning and Mackenzie is that the blood gives a positive result in 96 per cent., while other observers have only obtained positive reactions in 60 to 70 per cent. of the cases.
We have examined the serum as well as the cerebrospinal fluid in 109' cases of general paralysis. The cerebrospinal fluids were sent up from the various asylums for diagnosis, and in all cases which gave the slightest positive result the serum was also examined. The results are in accordance with subsequent clinical diagnosis and in some cases have been confirmed by autopsy.
The results obtained may be summarized as follows: Number of cases examined, 109; number of positive results with cerebrospinali fluid, 109; number with serum, 107. The number of cases giving a positive result on the cerebrospinal fluid includes two cases, B. and E., which gave a slightly positive result on the cerebrospinal fluid when first tested; this positive result, however, was not obtained on subsequent. examination. One of these patients, E., has since died, and the case has been shown microscopically to be one of general paralysis. The numberof cases giving a positive result on the serum include five cases, G., S., H., T., and C., which on first examination gave a negative result, but which on subsequent examinations gave positive reactions. Aitogether,. a positive reaction onz the serum in general paralysis was obtained in 107 cases out of 109-i.e., 98'1 per cent.; but if we deduct the five cases in which the serum at one time gave a negative result the percentageincidence of positive cases is 93 6 per cent. There are certain points in the reactions obtained in these cases to which we wish to draw attention-The cases which call for mention are seven in number: All the cases in which the serum gave a negative result were given special attention and the tests were repeated after further inactivation and the use of increasing doses of serum (in some cases up to twice the usual amount) but with a sitnilar negative result, except in the case of H., in which some degree of inhibition was observed when a slightly larger dose of serum than usually employed was used in the test. The cases recorded appear to be divisible into two classes: (1) Cases I to V, in which with a strongly reacting cerebrospinal fluid a variable result. was obtained with the serum; (2) Cases VI and VII, where with a feeble and disappearing reaction with the cerebrospinal fluid there was associated a negative result with the serum. We do not propose to attempt to explain the reason for the reaction changes which we have described, but we wish to point out that, according to our findings, not only may both the serum and the cerebrospinal fluid in a small Serum result 1Candler: IDiscutssion on Syphilis percentage of cases of undoubted general paralysis of the insane fail to give the reaction, but that the reaction may be negative at one period and positive at another in the same individual, and that this -phenomenon is rather more likely in our opinion to occur with the serum than with the cerebrospinal fluid. We do not agree with the statement that the blood serum of every case of general paralysis will give a positive result, and further we are of the opinion that in cases of suspected general paralysis in which a negative reaction is met with in either fluid it is advisable to repeat the test subsequently on one or more occasions. Plaut has stated that he has met with all grades of intensity in positive reactions with the fluids in general paralysis. We particularly wish to emphasize this statement. We have found that -as a general rule both fluids give a well-marked and intense reaction, which can be easily detected by a simple qualitative Wassermann test; but in some cases of general paralysis, which were confirmed by post--mortem examination, the reaction was quite slight." It' is this type of ,case which it is most important to recognize, and which will be missed if the technique is not accurate and the reagents accurately standardized. We wish, therefore, to make a few remarks upon the test with regard to the various causes which may lead to inaccuracy.
All our own observations have been made by a method which -follows very closely the original plan adopted by.Wassermann. Every precaution has been taken to standardize repeatedly all the reagents used in the test, and to adopt a system of controls to guard against every -possible source of error. 'The same liver extract has been used throughout the whole of the work and the same technique adopted in ,every examination. We have estimated our results by a quantitative determination of the amount of complement-deviating properties of the serum and cerebrospinal fluid in every case examined; we have never relied on a simple qualitative test. The blood to be tested was always withdrawn from a vein, the serum was removed from the. clot as soon -as possible and inactivated at once. The cerebrospinal fluid was centrifuged before the test was performed, in order to remove all solid particles. Sheep or ox corpuscles were used with their appropriate haemolysin and guinea-pig serum for complement. The antigen used was an alcoholic extract of the liver of a syphilitic foetus which had been prepared by special methods. This extract is exceedingly good and reliable and has been supplied to other workers, who have also reported very favourably on its efficiency.
We are therefore convinced that the negative results we obtained in cases of general paralysis were correct interpretations of the reaction. The two errors to be avoided are: (1) the return of a negative serum as positive, and (2) the return of a positive serum as negative. The first source of error can easily be avoided provided a proper test is used and adequate controls arranged; the amount of complement absorbed by the serum in the presence of extract accurately arranged; and an extract used whose antigenic and anticomplementary values are satisfactory.
The other source of error may be far more difficult to avoid, and the cause rests mainly with the extract. Now as we have previously stated, the majority of sera and cerebrospinal fluids in general paralysis and the sera in well-marked cases of syphilis will give a satisfactory reaction by a simple qualitative test and with a moderately indifferent extract. But the cases which give the trouble are the feebly reacting sera and cerebrospinal fluids in cases of general paralysis and latent syphilis; further, in cases of active syphilis under treatment with salvarsan it is most essential to be able to determine precisely whether the patient's serum is showing the slightest amount of retardation, which is an indication for further treatment. Our experience with syphilitic sera is not so great as with general paralysis, nevertheless, we have met with instances of returning feeble reactions which are of great significance to the physician. One of the most important observations which Plaut has made deals with the inability of certain aqueous extracts to bring out a positive result in every case where it is possible of detection. Fortune has favoured us with a valuable extract, but our own experience leads us to believe that the low percentage of positive results obtained by some observers may be almost solely due to the use of unsuitable extracts. We have been fortunate in obtaining a fairly abundant supply of livers from presumably syphilitic foetuses. Special care has been given to the preparation of alcoholic extracts, and although the majority of them act well as antigens in showing marked reactions, comparatively few are efficient in showing the moderate or slight reactions which are often met with in the serum and cerebrospinal fluids. To make sure that an extract is an efficient antigen it is necessary to test it side by side with a standard extract, using several fluids which are known to give weak reactions with the standard extract. Every extract should be rejected which fails to react with weakly reacting fluids. It is therefore necessary to preserve and carbolize as many weakly reacting fluids as it is possible to obtain for the purpose of testing these extracts. Further, it is essential to note that the value of an extract cannot be definitely settled by testing it against a good reacting serum or corebrospinal fluid which has been diluted down with saline, for with this it may give a positive result, whereas it may still fail to show up a naturally weakly reacting fluid.
In our opinion a suitable alcoholic extract prepared from the liver of a syphilitic foetus will give as good results as any other form of extract, but livers of syphilitic foetuses are not abundant, and further, extracts made from many of these are quite useless, probably from changes due to decomposition products. We believe that good extracts can be obtained from freshly prepared animal tissues, and Browning and MacKenzie speak most favourably of a mnixture of lecithin and cholesterol, but of these we have not had sufficient practical experience.
We consider the preparation of suitable extracts most important for the success of the reaction.
It is becoming more and more evident that the Wassermann test is going to play a most important part in the identification and treatment of syphilis, and it is absolutely necessary to have the test put upon a proper basis whereby an accurate report on slightly reacting fluids can be safely given. Many modifications of the test are employed in this country, some of which are undoubtedly useless, and there is a great variability in the relative amounts of the various materials used by different workers and also in the methods of estimating the reaction. It would be of great value if this Society were to investigate the whole subject, and by a consensus of expert opinion determine on the most suitable method with dosage for the performance of the test. Attempts should also be made to determine which is the best form of extract to use and how it should be prepared. The publication and universal adoption of one method would lead to more satisfactory results and to a greater respect of the value of the test than it has even won at present.
We have to acknowledge our indebtedness to the Medical Superintendents of the London County Asylums whose cases form the basis of this paper, and to the various medical officers who have kindly obtained the specimens for us; especially are we indebted in this direction to Dr. George Evans and Dr. Paine.
